. Detection of GPR18 transcripts by NGS. Recently, a comprehensive NGSbased study of RNA expression in sperm was conducted analyzing 72 samples (GEO dataset GSE65683) [1] . We reanalyzed the raw fastq data sets of 28 of these samples with the same parameters as used for our own NGS data sets and found a similar distribution of the FPKM values similar to our own generated data. GPR18 was expressed in these samples with a mean While PSB-CB5 showed incomplete inhibition of THC-induced GPR18 activation (58% maximal inhibition), PSB-CB27 led to a complete inhibition of GPR18-induced -arrestin translocation. 
Method β-Arrestin recruitment assay
Recruitment of β-arrestin to the respective receptor was detected by using β-galactosidase enzyme fragment complementation technology (β-arrestin PathHunter™ assay, DiscoverX, Fremont, CA, USA). CHO cells stably expressing the respective receptor were seeded in a volume of 90 µL into a 96-well plate and were incubated at a density of 20,000 cells/well in assay medium (Opti-MEM, 2 % FCS, 100 U/ml penicillin, 100 µg/ml Streptomycin, 800 µg/mL geneticin und 300 µg/mL hygromycin) for 24 h at 37°C. Then test compounds were diluted in PBS buffer containing 10 % DMSO and 0.1 % BSA and added to the cells in a volume of 10 µL, followed by an incubation for 90 min at 37° C. For determination of baseline luminescence PBS buffer (containing 10 % DMSO, 0.1 % BSA) in the absence of test compound was used. During the incubation period, the detection reagent was prepared.
For determination of β-arrestin recruitment to GPR18 the provided detection reagent was used, according to the supplier's protocol. The composition of the detection reagent for GPR55 assays was changed: it was obtained by mixing the chemiluminescent substrate Galacton-StarR (2 mM), with the luminescence enhancer Emerald-II™ and a lysis buffer (10 mM TRIS, 1 mM EDTA, 100 mM NaCl, 5 mM MgCl 2 , 1 % Triton-X; pH 8) in a ratio of 1:5:19. After the addition of 50 µl/well of detection reagent to the cells, the plate was incubated for further 60 min at room temperature. Finally luminescence was determined in a luminometer (TopCount NXT, Packard / Perkin-Elmer).
